We thank Van Boxtel and co-workers for their interest in our work. We agree that the most likely explanation for our discrepant findings is methodological differences between our investigations. Given the space constraints of the letter format, we hope that the authors will choose to publish their work as a full or brief report so that more extensive consideration can be given to the issues raised. In this way, their data can contribute further to the literature by inclusion in future reviews or metaanalyses.
Because they did not replicate our findings, Van Boxtel and co-workers conclude that 'the vascular mechanism of cognitive dysfunction may be less robust in healthy older persons than was suggested by the authors. ' We strongly suggest that it is the scientific literature as a whole that should drive conclusions regarding the magnitude of these relations. In that regard, the preponderance of literature demonstrates relations of higher blood pressure and hypertension to lower levels of cognitive performance. 1 If one utilizes epidemiologic criteria to examine this association, one sees that the literature suggests consistency and strength of the relation, temporal relation and biological plausibility. Thus, in our report for the National Academy of Sciences, we suggested that the field move forward from the question of whether relations between blood pressure and cognitive function exist and address more complex issues, several of which are noted here. Examination of the relations among obesity, brain and cognition has yielded a much smaller literature to date. It is therefore even more important to add further to this literature by publishing both positive and negative findings. A growing body of work suggests that obesity indeed confers risk for negative brain and cognitive outcomes. 4 Biologically plausible mechanisms include vascular disease, insulin resistance and inflammatory processes. 5 More work in this area is needed to apply epidemiologic criteria, and that is a goal we should strive toward. Critical evaluation is important in furthering scientific inquiry. However, results of a single investigation cannot temper the conclusions drawn from another single investigation. We need to contribute to, and consider carefully, the literature as a whole. 
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